SIR -Aberrations in the functioning of the serotonergic system have been implicated in many psychiatric illnesses such as depression, aggressive behavior, eating disorders, affective disorders and psychosis. 1 The 102T/C polymorphism of the 5-HT2A receptor is encoded by two alleles, allele 1(TCT) and allele 2 in which C replaces T in the 102nd position (TCC). Allele 2 has a site for the restriction enzyme MspI. 2 Based on these alleles individuals can be genotyped as 1-1 (homozygous for allele 1), 1-2 (heterozygote) and 2-2 (homozygous for allele 2). This polymorphism has been reported to be associated with schizophrenia in a number of studies in various ethnic groups around the world. [3] [4] This is the first time that this polymorphism is being studied in a south Indian population with regard to schizophrenia.
A large collaborative study of a European Caucasian population reported an attributable risk of 35% of developing the disease in individuals possessing allele 2. 5 However there are also studies refuting this association which may be due to ethnic differences in the genetic susceptibility to schizophrenia. 6-9 Some studies have shown an association between this polymorphism and response to antipsychotic medication. [10] [11] [12] The patients participating in the study were recruited from the out-patient and in-patient units of Indira Health Home, a psychiatric hospital based in Hyderabad Andhra Pradesh, after obtaining written consent from the patient and the key relative of the patient.
The sample consisted of 100 patients (61 males and 39 females) with a DSM-IV diagnosis of schizophrenia and 100 normal age-and sex-matched controls between the ages of 18 and 65 yrs. All patients and controls comprised a mixed south Indian population from the states of Andhra Pradesh, Karnataka and Tamil Nadu. Caste was not a criterion in sample selection.
High molecular weight DNA was extracted from venous blood using spin columns (Qiagen, Crawley, UK) and subjected to 35 cycles of PCR amplification at an annealing temperature of 60°C with the reaction mixture containing 2.5 mM of magnesium chloride and the primers 5-TCTGCTACAAGTTCTGGCTT-3′ and 5′-CTGCAGCTTTTTCTCTAGGG-3′. The PCR product was digested with the restriction enzyme MspI overnight. The two alleles T102 (372-bp uncut fragment) and C102 (156 and 216-bp digested fragments) were identified by running the digested products in a 2% agarose gel.
The distribution of genotypes in the control and patient samples is shown in Table 1 . There is a highly significant excess of 2-2 genotype in the patient sample when compared to the controls. The percentage of 1-1 genotype is higher in the control sample than the patient sample (Chi-square = 32.17(2); P = 0.0001).
These results suggest that the 5-HT2A receptor gene or a gene closely linked to it may be involved in the pathogenesis of schizophrenia. Conflicting results by other groups may be indicative of the racial differences in the samples studied. The multi-ethnic and multiracial composition of the Indian population provides a unique opportunity to study the genetic epidemiology and susceptibility of various ethnic and racial groups to a particular disease. Whether or not the 5-HT2A receptor plays a significant role in conferring a suscep- 
